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The amendment received 2/28/08 has been entered and claims 29-42 are 
currently pending in this application. In view of the amendments to the claims and 
arguments presented, the rejections of record under obviousness double patenting and 
35 USC 112, second paragraph, are hereby withdrawn. 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 29-42 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
the combination of each of Gamble and Tabas in view of Applicant's admissions in the 
specification in further view of Friedrichs. 

Gamble (6,649,362) entitled "Screening Method for an Agent Having an Effect on 
a Sphingosine Kinase Signaling Pathway" teaches in column 5 last paragraph bridging 
to column 6, modulating activity of sphingosine kinase pathway can be by competition 
with substrates such as sphingosine or ATP, interference with the catalytic activity of 
sphingosine kinase or interfering with enzyme activation. In column 6 lines 29-36, the 
pathway includes ceramide, Sph-1-P, protein kinase C. In column 7 lines 27-34, 
modulation is performed by administering an agent to a mammal the modulates 
synthesis of components, functions as an antagonist or agonist to components of the 
pathway. In column 1 1 last full paragraph, the present invention can be used as a 
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prophylactic or a therapy for conditions such as coronary heart disease. See the 
claims. 

Tabas (6,613,322) entitled "Method for Treating a Subject Suffering from 
Conditions Associated with an Extracellular Zinc Sphingomyelinase" teaches in column 
8 last paragraph conditions treated include atherosclerotic vascular disease, coronary 
artery disease, and cerebral vascular disease. In column 9 first full paragraph, the 
inhibitor may be a peptide or polypeptide, a peptidomimetic compound, an organic 
compound, an nucleic acid, an inorganic compound or an antibody. The inhibitor 
inactivates zinc sphingomyelinase. 

The claims differ from the above references in that they specify the compounds 
which inhibit the enzymes. 

The specification teaches each of the claimed compounds is known to inhibit the 
respective enzymes. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to administer the claimed compounds to modulate the sphingosine 
pathway to treat vascular disease in view of the primary references because the 
specification teaches the claimed compounds are known to modulate the sphingosine 
pathway. The nexus between vascular disease and the sphingosine pathway is clearly 
described in the primary references above. 
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Further, some of the claimed compounds such as sodium fluoride, propranolol, 
and others are known to be administered to humans for various reasons and treating 
vascular disease would have been inherent in administering the same compounds for 
any reason. 

The claims as amended further differ from the above references in that they 
recite the method treats acute myocardial ischemic events. 

Friedrichs (US 2002/0150582) entitled "Method of Treating or Inhibiting Cellular 
Injury or Cell Death" teaches in paragraph 8, the sphingomyelinase pathway can be 
initiated by the release of TNF and is considered the predominant signaling pathway of 
the cytokine. This pathway has been demonstrated in cardiac myocytes. Claims 1 and 
2 teach treating myocardial infarction or myocardial ischemia by providing a TNF 
antagonist. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to administer the claimed compounds to treat acute myocardial 
ischemia because the primary references teach treating coronary artery disease in 
general which includes both chronic and acute disease and Friedrichs teaches 
specifically myocardial infarction by inhibiting the sphingomyelin pathway. 
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Applicant's arguments filed 2/28/08 have been fully considered but they are not 
persuasive. 

Applicant argues that the references do not teach treating acute myocardial 
ischemia as the claims have been amended to read. And Friedrichs was published 
after the priority date of this application. 

It is the examiner's position that Gamble teaches in column 1 1 last full 
paragraph, treating coronary heart disease. And Tabas teaches in column 8 last 
paragraph treating coronary artery disease. Treating coronary heart disease would 
encompass all types of coronary heart disease including acute myocardial ischemic 
events. And Friedrichs teaches inhibiting the sphingolipid pathway to treat myocardial 
ischemia. Regarding the appropriate date of Friedrichs for the purposes of the above 
rejection, the application claims priority to 60/240,935 filed 2/10/2000 and so is properly 
applied. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ralph Gitomer whose telephone number is (571) 272- 
0916. The examiner can normally be reached on Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on (571) 272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Ralph Gitomer/ 

Primary Examiner, Art Unit 1657 
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